WO 2005/039621 



PCT/JP2004/016290 



mm 

g - c s f &<st$mmmmW]m\%.ztmmwimM 



5 mw&3 u ——mftm* cg-csf) M^tbtttJ 



10 tfmfeflf 

khG-CSF Kite, #«HJiafcf^ffl UT^^b^m^fll^T^ffl^M*© 

is ^wii&ssisflSjfiL^KiftA-rsfpffi****. *»fcti#©f^fflic*^v>T, ism© 



20 %^<PW^ 
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25 G-CSF^W-^tJ:^ i£?tt«S*IC«HI^IIBJiai35«»»b, &««© 
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5 $e>^> *5£9i«. t ^ii© g - c s f s 1 1 umwmmm 

til© G - C S F § ^ <!: S;^^, IMtirilBia*'^ 

tMo g - c s f sis#t « n t *ttr, 
10 il#rf &fetf)T&&o 

(Hutcheson KA, Atkins BZ, Hueman MT, Hopkins MB, Glower DD, Taylor 
20 DA, Transplant. 9, 2000, 359-368) „ *&W\Z&^T\Z, foffiffl&&\Z G - C S 

trc&s. cn$T, tumteaM^G-csF 

Z.£b.M, &JlfflUftlcX#!& t^X t>tVX:^fz.ifi (Romson, JL, Hook 
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BG, Kunkel SL, Abrams GD, Schork MA, Lucchesi BR, Circulation 67(5), 1983, 
1016-1023), #fgHJK:&^Tte, G-CSF&&l3-'tZ>Z.£'V&Q&ffitemm& 



5 m^cpffimtzmw 

10 flgT^^dt^^-To 

E!3te, ^SSf^M^ G - C S F ^ 1 0 Bfl^T^bf^^X (G-C 

15 JElt^^X, MiV^X^G-CSF^# (100/ig/kg) -?07><D 

0 511 ^j^gf£$g|£6 0 m~£tt&> fe^lEffi^Mt-SG-C S 
©^^^-T^^^T^^c £fr£>> lEftf^ G-CSFg4i (10 0/ig/ 
kg) ^G-CSFt4f (3 0 0 /zg/kg) ©^^To 

20 ®6«, >\j>ffimmfcm'&6 oB&tfz. tEmtem^mmztt-r g - c s f & 

#©^^-r^7^T*^>o £^<b, jE3?#> G-CSF^f (100/ig 
/kg) WG-CSFS#i (3 0 0 Mg/kg) ©^m^t". 

m7 (a) ^igif^ii6 o b \z&tf znmm WG-CSF 

8teu ^Sgm(D^^l/-if-m«^WTfa5^>o (a) 
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(b) «^H8PK:*^*'i>fflJffiSm, (c) «G-CSFg^ (1 00/ig/k 
g) 0'L€Sli$^t. (d) ttLac-Z h^Xv^-y^^X^G-C 

EI 9 «, ifrttMJfcfcEFaE**"* GFP »ttiM&*&jRT^ 

HI1 1H <L#gII$, iniX * > \± )V7 5 > h (vWF) ia#:£/BV>T 

Hun ^r^3^>ft#*fflv>T&&»fiu&£#©0iR 

15 MWZ?&£o »6«GFP»tt«ffll&, tfittDAPIiaD^nm # 

20 H15tt, G-CSFlft#^©^^S*C*^SGFP|»ttJ!«lia©a«SiJ© 

fc^tS G - C S Ffi4©M*^t ^77T*5. 
H17tt, ^ffiSlf^ItO^f t^tl>G-C S F^©M^StHT 

G-CSFS4» (+>, WiG-CSF*t4H (-) &a**T. 
!febfctf U—tf—mW^MT* & S . ifittGFP 
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lCtt5G-CSFS4©M^t^77T»5. 

ei 2 o mismm^mm^G- c s Ftt4-ufc»^©&»«s*iMK 

g - c s f &*aftjEfi» t VT&tsmm&m&wjMM izmrz % ox 

\zmfz>z.ttfx^z> a 
mm^mm^mm \z mt & <> 

-So 

zz\z, *&wteG-csF*^®j&ft£vx^&mmfe'0mzm?% , b<Dx 
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»SU<»i«ffiEtfflf«^nfcG-CSF-e*0, .kDJMfcWKte. Pfc?LIb*& 
G-CSF, hG-C S F£^K«KHC£&^fti£ft£W"r 3 

» 

7 ^ / m@a?i] * e> i £&tttt8fc©75/ffi*&5fc. Sift* flunks bfefcoT, 5c 

10 £*ii;&<z>G-csF £nm<D£m¥mm&&^%^(Dm^&<oT*>&^o 75 

WLfcJT, aJt#T?*nWr, fiSMfcflrllWXftBtS&fe (Got oh, T. et al. (1995) Gene 
152, 271-275 ; Zoller, M.J. and Smith, M. (1983) Methods Enzymol. 100, 
468-500 ; Kramer, W. et al. (1984) Nucleic Acids Res. 12, 9441-9456 ; Kramer, 
15 W. and Fritz, H.J. (1987) Methods Enzymol. 154, 350-367 ; Kunkel, T.A. (1985) 
Proc. Natl. Acad. Sci. USA. 82, 488-492 ; Kunkel (1988) Methods Enzymol. 85, 
2763-2766) fc£<feJBV*T\ G- C S F075 J iCIS^S^^AtS Z. £ fc«k 
0, G - C S F U H * Wit « Sfc* 

bV>. «^.Wf7Sy«««CDttRi:bTtt, 2&7Kf£75/m (A, I, 
L, M, F, P, W, Y, V), &7.M47 5/& (R, D, N, C, E, Q, G, 
H, K, S, TK I^M'Jm^-r^TSym (G, A, V\ L, I, P), zfc 

ffeS^MBMB 7 $/B* (S, T, Y), ttn^tfJi$ft?)7ay 

25 Wt (C, M), *M>«&tf75 H^tfil«aStt§75y|ll (D, N, E, QK 
fi&ttm&ttV&TSSWt (R, K, H), 3Sr«K"&*ffi«&*rf *7 5 
(H, F, Y, W) (jg?Hl^tt^*rnt>75 ^K©— 

2jdr # /xfcMB© 7 sift fc <£ o $ nfe 7^/ wtmm £ wt- z> ^ 
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U ^79- H ^tiiTTCftl £ tlTV^ (Mark, D. F. 
et al., Proc. Natl. Acad. Sci. USA (1984) 81, 5662-5666 ; Zoller, M.J. & Smith, 
M. Nucleic Acids Research (1982) 10, 6487-6500 ; Wang, A. etal., Science 224, 
1431-1433 ; Dalbadie-McFarland, G. et al., Proc. Natl. Acad. Sci. USA (1982) 

5 79, 6409-6413)» 

*58WK*^Ttt, G - C S F 14^ « 1 U t «fc it 
^MOioCG-CSF^n-mifef^bTfeiK G-CS F 

10 Tfc«kV>U tf-OV;*^^ — *JBV>T*>J:V* (giJflfl-^l&E^ rjffe^Xt^ 

^I^K*^*— , 7 7-"^f^- 375 YAC^ 

n a k e d-DNA& IHz^-^ttfce^fcA^Ss* jte^ttfcffl 

x, g - c s f tm<D?>/"s2W.£<DWi&?>^?M&m^z> zth*sm~e& 

W^>;^I§3- Hf§DNA§7l/- A^—^-r^ct-s^^bTiin 

Sfl^^^-tlAU, ^T^£i*nfc£«fcV>o *58i©G-CSFtO» 

SFOWtim 0d*.to£, S»«©«3i^tfe-f?rjP-^5fe*!lfP*fft>fcG-CS 
F4\ #Uxfl/>^U3-;V-t:^5>B12^ 
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fc£, h MSltt^k hG - C S FliA'f ^'J F--?©«^il^ Cft 
<fcD*fl§M, -f-Xhf, ft-f--XAA7^-iltt (CHOtt), CI 

-csf«u<, m&ftttinjfe (#^cho«) zm^TmrnzntcG- 

CSFAWSbVi (0H*.fc& r^¥l-4 4 2 0 0-5t4^g> #^¥2- 5 3 9 5 
#^S> #HBH6 2- 1 2 9 2 9 8^#, #H3Bg6 2- 1 3 2 8 9 9^^, 
#5108 6 2- 2 3 6 4 8 8^^ #^0S6 4-8 5 0 9 8 o 

mnfcftu mmffimni &&<m* ^ss^j, &&m. ^mm±nu jwstm^ 

Mmm<DMtVT\Z. ^^;i/ir;i/0-X, ^'JVM-h8 0, bFD^ 

77H7^ ^;u^^^^^;nr;i/D-x^- 

xa^>i&75 b\ ^u^^x^i^v^tf^^/^i/— k v^uzf— 

ra^JtUTii, r^h7>40, ^^Hr^n-X, -fc?^>> 

m?mt\sx\t.mx\z, /^^^bm^^k /^t^^itii? 
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5 <£mW7£M£VT\Zm?L^ N-7^)V^7s^>. N-Tir^I/^^X 

^^m^°Dif;i/^^>v^ix^i/>> ? T5>izg^— ^-hU^A (edt 
i&ft^-HJ^A, ^b^j'J^A> i£te#;i/>">A, u>mi-bU^ 

A, y>®^U^A, j^mTK^bU^A^^cDM^; ^X>m^-hU^A, 

($£3U> »i3J> *3RK M§3Jft£) tvx® 

J&A— A&fc D0.1—500 ng/kg/day> b < tel~50 ng/kg/day^fflftT G - C 
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5 ±%m&$. 

(i) ^m&^^^VT.vwm. 

8 — 1 0MU<DC 5 7 BL/67<)X (CLEA, Im> 0*) fc, 4X10 
6 V linear accelerator ^fflViTSfe^B»(D^it^ (8 5 0 c Gy) &±M\Z)£mM 
»U l/~>tfX> h-7^X<LbTffiVifeo GF P h7>XiSx.~y?-?*yx (C 
10 5 7 BL/6, 10~1 2MB) (Okabe et al., (1997) FEBS. Lett. 407, 313- 

319) oxmftmttft&Q&WBLftm&WBLV, 5x1 o 6 ®<D#ufflm#\/z/ 

V %s tfX > b £>#it4» tc H ft*© G F P »te#«&»MSj&* <H©g^« LT 
15 $bM&W$&\Z.~D V*T> FACS Cal ibur (Becton Dickinson, San Jose, CA, 

usa) zm^rffiffizft^tco mgk&miiz^To wm*w x-viz&m&mmm 

4»klGFP©^ttB«)&nJa:V^ #tt^te^#*©WIJ&ra:9 7. 8%^GF 

pRwre&ofc. ^^72p©#aEttH^— s*©gf pratt*fflis&5£*ffcrrs-t 

m2 fc#ft©lM hXfc!>*# ! £jS*t". DAP iSfefi&frt^ ^fUSCl^— if— 

#«iffliia55«GFP»tt'r*«iit*«^$nfc. 

25 (2) ^iti7^XI:^t5G-C S Fg#OM 

t lit© 6 0 b -?vx\zo. 5%-ry7jP7>^^ffiAMu mini 

^24P#HKl, ^H^TKic^bfem^fc hG-CSF (f^8^£ (**) ») 
(100Xtt3 0 0 Mg/kg/day) £10 10, 1 OBKl^bTT^^ 
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5 



10 



20 



G-CSFS4f (3 0 0 m g/k g) RimiTOCO^TM^ (n = 6 8) 
^P^fe (13). ^E»©£#^^ ^SSfPlt 6 0 BTii$6 0%T&ofc 
G-CSFSW4#$^9 0%T$>o/to 



15 0 OM^^ffS* (Philips Co., USA) £IB^T, lii^XD- (M^E 



0mg/kg) mS^^^^y (6mg/kg) TJft@£U S!£l«£$£i#£-tf 
15 (lOOtfg/kg) TteU £^?g^^CD^(D@S^BiSl^it 



to 



;#$£&6 OHfc, *tlWG-CSFS4f (1 0 0Xtt3 0 0 m 
g/kg) ©M^-FH#£D:£^KIf*aBP^ (LVESD) 1*1 
(LVEDD) £i»l5tbfc (n = 6 8) 0 £fc> (ED V) 

(ESV) £ Teichholz&fc^Dif-llbfco fc^lEffi^ (EF) fcTF 



EF (%) = [(EDV-ESV) /EDV] X100 
25 III 5 ROT 6 Kl^To ^-rnfeG-CSF^^T^MtlO^bV^ 



(D wft-om 

-?^X£^^> (30mg/kg) Rt*3 t 5'9S» (6mg/kg) X*mWt 
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U iC?J»*PBS7??aaEb, P B S («Ufc4 %^7*M7JVjk HTli 
Hj£L.fc. toK^O fcB U dtl^O C T-ffc-&*& (Miles Scientific, Naperville, IL, 
USA) spfc&JSU *#Sg*T«ia*ttbfc. fe«Ufci«&^9-f^bT«M- 

5 (i i) Tif>^-fe 

^UPttSf^Rlft 6 0 0 IC, #H8i£fttfG-CSFS!#i* (3 0 0/ig/kg) 

> 

P ^tiiSS^Ictil bT^5 il t^^tlfc (07 (b), 

15 ftm), 

(i i i) ^feSSbfi 

« 

' tilttWyr (6 Mm) §PBS»U tri^^ffi^T4 < CT-Bfe^bfeo -t 
PB ST3[hI#g^L, TRITC (DAKO, Japan) ^2*tt#ti"bte 
4 t CT4P#|!iK >3ra.^— hbfc (^fe)c TOAPI (Sigma Aldrich) T3fe 
20 &bfc (W£)o 

£ciU& W- if— MIRtt (LSM410; Carl Zeiss, Jena, Germany) 
©«&£fro& (08). PSIl©«IJtH ffta-T^— >#L# (clone EA- 
53; Sigma Aldrich, Saint Louis, MO, USA) ViT^-fe bfeo jfrfl&*BIJi6#*3S < 
£fcfe$n> jfiLW^^^GFP^tt^^T^^^bTVifc (a). *ti»<7)® 
25 SmT«> fef ^ I: G F P ^ttil^Ii ^? tl § 0 ^-t ^ o (b) 0 dttfc&U 
G-CSFf8!-£3* (3 0 0tfg/kg) TttSSIC#t©G F PittiM 
^$nfe (c)o Ht-^^ttTL a c - Z h^^yi-'^^X (1 0 
~ 1 2 jISp : Jackson Laboratories, Bar Harbor, ME, USA) £JB ( C ) £ 

[^^^H^^fT 5 d t fc<fc X) > ( c ) ©asmfc^ WS»6©^***«FS«ua:m 
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5 feo 

01 0^trCQ!-^m^T^^>trL#: (clone 1A4; Sigma Aldrich) 2rffl^T& 

10 #K:> rt^i^- Z)—X$>Z>7*>¥)V7*7> hH^P (vWF) fcOV>T, 
trivWFirL^: (clone F8/86; DAKO) ^T&^-fe^fxo /i (01 Do GF 

^a-X^^>trL#:£fflV>T> ^iWS^M^lfc (012- 
15 HI 4). HI 2M1 3 ^£9! 5 GFP|^f£TOfcT^->R§ 

M^ut^^nfc. g f p m&mmz <£ v , ^^^^feo^i^s 

f p mmmw^ u>bmmm v x v>s c t 2 ntc „ 
20 ^)K«sf^«^6 0 b i:^ffifti*fca*$nfcGF p Rattans* tc^*** 

«lSfcD©GFPHMftlBIJI&»«W-»b, GFP»ttite«*S*»fc. GFP|# 

25 «MStsiMii^ @ggpm^©GFP^«fflj!a©«ffl^^tHb 
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mmm 2 

14lli#£#$t : &> c - k i t S c a - 1 HM£, 1 i n a g e tftUCBH^ C 

oxfrt>m'&Lrc^m.nfrn<D5 x 1 o 6 {@£>mt£, «ititi*i»t 

fcl^HX>h^XlC#M^tbfco 3*jm #M^W3GFPM«& 
G-CSF (3 0 0 /ig/kg) £ 1 0 B P B lfeT&#b£: 0 G-CSFS 

^\zms o,o 0 0 <re>uT&o> ^^e>n^^ofe (01 6). 

m-itifiL#mSW 0M§Q (^) ICO^T, G-CSF 

15 mM\z*kW-W$t:W£tit£o 

£fE$gU &i\£*>^>itifc (PROGEN BIOTECHNIK GMBH %fc^ Cat. No. 

GP53) &m^T$L&%k&%ff'?tc 0 mi 8^e>Bje>^^^-5{^ MMmfc 
&v>tg f p m&mM<DW&fim& znfro 1 ^ogf p m^BsiaMmM^>M 

J|t^jliL»»IJI»**t^#IMjMi»fcOV^T, G-CSFS4W 

G F P NH£IDAft&^%«l 1 £ Hflftfc UTiRl^bfc (EI 1 

9). ±#timiSm<Dfrfc*>T* JfiJllL»MffllW**fc^ViT*), G-CSFS 
T^~>^#£ffl^Tftigm&£fTofc (02 0) o GFPittiWT^^ 
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UteAN O V A K«k D 3* Hi Ufco *NKi$£ G - C S F &#f£ <h ^log-rank 
^X«y>A°^^ HJ Fisher ©^SitK^^ff ofc. p<0. 0 5$ 

5 3 

wmm<D$k$tmmM*ff~ofr8~-i ommoc 57bl/6t^i:, cag 

-EGFPT^X (Okabe M. et al., FEBS Lett. 1997, 407: 313-319) £>#M 
^e.Mbfcifitt (w-BM), X«c-k i t^tt, Sca-lUtt, 1 
i n e a g eSiJglftffi©^— iill (KSL-SP) &Jgfi£JUiU; B^Mfibfc. 
10 8ilM«, £S»flR©tt*lC«kD*7C7^Kli£f!Br«Ji (MI) SfMLfc. Miffs 
W&2 4B#fflte, ^S^tK (G-C S F (-)) Xte3 0 0 m g/kg/d a y 
©G-CSF (G-CSF ( + )) ^1B1@, 10 BP^^LTT^ld&TiS:. 

=§-V^Xf£ (n=10) 1 0 0D->Zf)Vm^\Z-O^X. M$£©GFP» 

15 f&N9J&* GFPl^feh'^>^>l^14«, R^GFPfflrttT^^->»ttaaj|fe* 
W-SSbfc. GF Pl»«©¥^{«£^ 1 tST. 

*1 Mlfe^*KJ-«GFPRH4«BII&03ta#W 



_ G F P B&ftiSfflJia 

_ 17 2 ft! if^>5=->»^ T^^r.>i%fe 

w-BM G-CSF (-) 8841 1813 65 

w-BM G-CSF (+) 119802 37457 5403 



KSL-SP G-CSF (-) 1224 480 0 
KSL-SP G-CSF (+) 4 1 7 7 9 9 3 2 2 3_ 

20 * : mm&<D±GFPm&m$.$fc 

MM) ^±#M^e>s^$n^^ k s l - s pmwt&mwmfov 
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ViTn^^Tfe, Ell 7 G-CS F&#££oT£#«*&l# 



f4bT*0> KSL-S P^T«^H^«(Dli!jM^#UTl^c $H~> & 
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5fc <D 



1 . 



nD--fij^H^ (g-csf) &m$j}j&frtvT^-&mm#mm 



10 5. MI^ISlT$§i^4EtO«ll^ 0 
15 *f^Jo 

9 . g-csf t isx&tmmm&ttt. 

1 0 . ft$)m<D G-CSF 3 £ £ £^o> *ft*fi^»ifl&Ib*:#8s. 

ii. ^rsa»©G-csFsiS!^-*rsiit*'g'tr, 

20 12. mmm<DG-csF zt&^ts, mmi&mxtik* 
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sum ^%mmmoB 
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> 

GFP i/tfjrji, 
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* : p<0.01 



70 - 



60 - 
50 - 
40 - 
30 - 
20 - 
10 - 



0 




i 
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* : p<0.01 
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( U g/kg) 



6/2.1 



WO 2005/039621 



PCT/JP2004/016290 

7 (a) 




7/2 1 



WO 2005/039621 PCT/JP2004/0 16290 




8/2 1 



WO 2005/039621 




JlL 



(0 




9/2 1 



WO 2005/039621 PCT/JP2004/016290 




1 0/2 1 



WO 2005/039621 



PCT/JP2004/016290 



1 0 



****** 



CQpy 



GFP 



■»»».• 




DAPI 











.«■" r 










: GFP 
W: DAPI 



1 1/2 1 



WO 2005/039621 PCT/JP2004/0 16290 




GFP 







DAPI 



^: GFP 

ffc tavWFfiitfc 

W: DAPI 



1 2/2 1 



WO 2005/039621 



PCT/JP2004/016290 




GFP 
W: DAPI 



1 3/2 1 



WO 2005/039621 



PCT/JP2004/016290 




U: GFP 
W: DAPI 



1 4/2 1 



WO 2005/03962 1 PCT/JP2004/0 1 6290 




» 



1 5/2 1 



WO 2005/039621 



PCT/JP2004/0 16290 




1 6/2 1 



WO 2005/039621 



PCT/JP2004/016290 




1 7/2 1 



WO 2005/039621 6^ Q> PCT/JP2004/0 16290 

1 8 C ^ COpy 





m: GFP 
W: DAPI 



1 9/2 1 



WO 2005/039621 



PCT/JP2004/016290 



il9 




2 0/2 1 



WO 2005/039621 



PCT/JP2004/016290 



2 0 Sr AV, 



CQpy 




U: GFP 
W: DAPI 



2 1/2 1 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/0162 90 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K38/19, A61P9/00, 9/10, 17/02, 43/00 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 A61K38/19, A61P9/00, 9/10, 17/02, 43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN), MEDLINE (STN) , EMBASE (STN) , BIOSIS(STN), JSTPLUS ( JOIS) , 
JST7580 ( JOIS) , JMEDPLUS (JOIS) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
Y 



X 



X 



Shinya MINATOGUCHI, Hisayoshi FUJIWARA, 
"Kotsuzui Saibo Doin ni yoru Shinkin 
Kosoku Chiryo", Mebio, 2003, Vol.20, 
No. 2, pages 28 to 31, full text 

WO 02/22163 Al (Chugai Pharmaceutical Co., 
Ltd.), 

21 March, 2002 (21.03.02), 
Full text 

& EP 1327449 Al & US 2004/0019184 Al 

JP 2001-518517 Al (Max-Plauk-Gesellschaf t zur 
Forderung der Wissenschaf ten e.V.), 
16 October, 2001 (16.10.01), 
Full text 

& WO 99/17798 Al & EP 1019082 Al 

& US 2003/0147862 Al 



1,3-8 
2,9 



1,3-8 



1,3-8 



x 1 Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



"A" 
"L" 



Special categories of cited documents: 

document defining the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international 
filing date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 

document published prior to the international filing date but )ater than 
the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
01 December, 2004 (01,12.04) 



Name and mailing address of the ISA/ 

Japanese Patent Office 



csimile No. 



Date of mailing of the international search report 

21 December, 2004 (21.12,04) 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/016290 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



JP 5-506673 A (Amjen Inc.), 
30 September, 1993 (30.09.93), 
Full text 

& EP 526630 Al & US 6689351 Bl 

Akihiro UMEZAWA, "Kotsuzuikanshitsu ni yoru 
Hone* Nankotsu Keisei", Experimental Medicine, 
2003, Vol.21, No. 8, pages 94 to 100, page 94, 
lower left column 

Frederick Grinnell, Fibroblast, Myofibroblasts, 
and Wound Contraction, The Journal of Cell 
Biology, 1994, Vol.124, No. 4, pages 401 to 
404, full text 



Relevant to claim No, 



2,9 



,9 



2,9 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/016290 



Box No. n Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [3 Claims Nos.: 10-12 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 10 to 12 pertain to a method of mobilizing fibroblasts, a method 
of engrafting fibroblasts and a method of treating a wound, which are recognized 
as involving methods for treatment of the human body or therapy, and thus 
relate to a subject matter which this (continued to extra sheet) 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. □ 

Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. m Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 • [Z] As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2 - O As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 

any additional fee. 

3 - CZI As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4 - CH No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest LJ The additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 



Form PCT/1SA/210 ^continuation of first sheet (2W Uanuarv 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/016290 



Continuation of Box No.II-1 of continuation of first sheet (2) 

International Searching Authority is not required, under the provisions 
of Article 17(2) (a) (i) of the PCT and Rule 39.1 (iv) of the Regulations 
under the PCT, to search. 



S^W^#-§- PCT/JP20 04/0 1 6 2 90 



a. ssw <*>&•*- a #w©#ap mm. 

Int. CI' A61K38/19, 


m#m (iPO) 

A61P9/00, 9/1 0, 1 7/0 2, 43/0 0 


B. H**rfTofc#!IF 


Int. C 1 7 A61K38/1 9, 


i (IPC) ) 

A61P9/00, 9. 1 0, 1 7/ 0 2, 4 3/00 



^jwat-eteffl uyt (r— ufcfflR) 

CAPLUS (STN) , MEDLINE (STN) , EMBASE (STN) , BIOS IS (STN) , 
JSTPLUS (JOIS) , JST7580 (JOIS) , JMEDPLUS (JOIS) 



C. 



lit-*"* 



X 
Y 

X 



f#P fftil> j&DK ^tt, tMHaSilluiS^I 

Mebio, 2003, Vol.20, No. 2, p. 28-31, 



WO 0 2/2 2 1 6 3 A 1 
2 0 0 2. 3 . 2 1. , 
& EP 1327449 Al 
& US 2 0 0 4/0 0 1 9 1 8 4 Al 



1, 3-8 
2, 9 

1, 3-8 



rLj ff3te«t*»teJill6«r«iB-f-S3:ittXtt*&«5XlR«>»tT 

roj asHic^sm*** &/b> ®^(cm^-rss:i^ 
rpj m^mm^mx, t^^9m<D^M<r>mmtti^\h 



rTj H»lUBiHX*4«E3feB«|{:4iaR$*tfcS:ittt?*>o-C 



uu 



TYJ IfcKmMnSbZXffilXibiX, ^^i^i{th,OHJ( 



HHSSBalESr^T Lfc 0 



01. 12. 2004 



21.12.2004 



0*ffl#rf/t (i s'a/j p) 

S®0!## 100-891 5 



WW?*** 0ffPSO3b5«S) 



4 p 



3 4 3 6 



3-§- 



Ig## 03-3581-1 101 3 4 9 1 



«S;PCT/ISA/2 10 (^S-^-v?) (2004f U) 



C3 



mmtam 



P C 1/ J P 2 0 0 4. ' 0 1 6 2 9 0 



XT--**)-* 



x 



X 



JP 2001-518517 Al 

(-^ 5/ * 7° 7 >' ■ V -r 7 b ? 7 jvf.iv > V 

2001. 10. 16. , ±X 

& WO 99/17798 Al 

& EP 1019082 Al 

& US 2 0 0 3/0 1 4 7 8 6 2 Al 



J P 5- 

1 9 9 3. 
& EP 
& US 



5 0 6 6 7 3 A 

9 . 3 0. , ±X 
526630 Al 
6689351 Bl 



Vol. 21, No. 8, p. 94-100, 19 41 feTffil 



O 
u 



003, 



Frederick Grinnell. , Fibroblast, Myofibroblasts, and Wound 
Contraction, The Journal of Cell Biology, 1994, Vol. 124, 
No. 4, p. 401-404, ±X 



1, 3-8 



2, 



2, 9 



2, 9 



iSPCT/ISA/210 {m2^<-i?<Dfifc%) (2004#U) 



\mHfe&%- PCT/JP2004/0 1 6 290 



mum tn#<pfflB<D— u<pm&&X'%te^k%<Dm& mi-<~-i?<o2<D^) 

mm8^3^. (PCTi7*(2)(a)) w&^dJ: <9 , roi«S»gli»:©l*i:J; <o W#©i|fiffl<0— »fco^tl£ 
1. [HI f»^^iSia 10-12 a. ^©HBRlWS«iBB^ilfi33ESr-r5-.i:^SL/j:^^*t#*t><0-Cfoo 0 



=>1 

PI 



^fe^ttA^tfeiR^fet^^tlS^WfefettS^bx PCT17i& (2) (a) 



3 . □ f»3itc^$5ia f*JR»#«>ISfilffl-Cifeo X P C T8HU6. 4 (a) <Ofg 2 XRVWi 3 XO«£K 

■'&oXia$£*vCVftV\, 



1. □ WJHA^K*ii^«aE#^fei-^XJHMrtK:«ft#LfcO'C, iOH»«aE«flrtt, t^TOfflg^fl^fl* 



2 



#(Ofcc>y!:^>cof»*:oi}i5IS<o^.^c:o^^x■^^^!!^L)fe.o 



4. □ ffl^AAS^S/jiiiADlS^M^^Pfl^^W-U/ji^ofcOX, ^<DBBB»niE««f»« IS*<D46BB0&$)£lB«t 



«SPCT/ISA.''2 10 (gil^— VtnVESk (2) ) (2004¥1J) 



